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Bioniarm. au*i 

Timepojjit 



Smokerc 



Non-Smokers 


Statistic 

Male 

Female. 

Overall 

Male 

Female 

Overall 

Weetl 

N 

14 

32 

46 

30 

36 

66 


MEAN, GEO MEAN 

517.75, 416.67 

222.15,173.49 

312,11,226.50 

171.70,106.37 

181.75,89.52 

177.19,96.82 


SD.SE 

345.651,92.379 

250.259, 44.240 

310.759,45.819 

258.464, 47.189 

312.482 5 2.080 

287.068, 35,336 


MEDIAN 

431.31 

154.60 

206.97 

107.85 

88.35 

90,58 


MIN, MAX 

132.35, 1346.61 

66.48,1508.01 

66.48,1508.01 

30.00,1436.85 

30.00. 1521.61 

30.00, 152161 


5%, 95% 

132.35, 1346,61 

75.16,386.20 

80.79, 820.65 

30.00,431.13 

30.00,97268 

30.00.812.94 


BLQ Values Included 

1 

0 

1 

8 

8 

16 

Week 2 

N 

14 

31 

45 

30 

36 

66 


MEAN, GEO MEAN 

510.28,412.18 

321,06,213.34 

379.93,261.85 

164.07,114,31 

187.78,11241 

177.00, 113.27 


SD.SE 

377.538, 100.901 

339.786,61.027 

358.720,53.475 

143.260,26.156 

200.850,33.475 

176.125,21.680 


median 

408.20 

179.28 

270.20 

11233 

93.74 

100.64 


MIN, MAX 

137.22, 1578.50 

30.00.1701.6S 

30.00, 1701.68 

30.00,688.37 

30.00,756.74 

30.00,756.74 


3®, 95% 

137.22, 1578,50 

4S.66,1002.96 

60.93,100296 

30.00,371.86 

30.00,664.01 

30.00,610.62 


BLQ Values Included 

0 

1 

l 

7 

6 

13 

Week 3 

N 

14 

29 

43 

29 

36 

65 


MEAN, GEO MEAN 

947.27,596.12 

394.90, 253.00 

574.74,334.43 

211.15, 144.51 

179.92,117.47 

193.85,128.84 


SD.SE 

949.74S, 253.831 

476.215,88.431 

706381, 107.722 

179.473,33.327 

219.198, 36.533 

201.527.24.996 


MEDIAN 

405.61 

239.93 

291.67 

150.00 

109.19 

124.44 


MIN, MAX 

166.78,2679.33 

46.59,2333.96 

46.59,2679.33 

30.00,72248 

30.00, 1168.91 

30.00,1168.91 


5%, 95% 

16678,2679.33 

67.97, 1389.35 

76.49,2333.96 

30.00,568.69 

30.00,619.94 

30.00, 568.69 


BLQ Values Included 

0 

0 

0 

6 

4 

10 

Week 6 

N 

13 

28 

41 

30 

36 

66 


MEAN, GEO MEAN 

504.44, 409.09 

42675,25266 

451.38,294.37 

203.58,125.40 

250.82.147.01 

229.35, 136.76 


SD, SE 

251.277,69.692 

500.346, 94557 

435.046,67.943 

224.030,40.902 

243.047,40.508 

234.013,28.805 


MEDIAN 

537.13 

173.80 

287.54 

108.48 

155.07 

122.41 


MIN, MAX 

31.69, 1060.80 

49.12 1665.36 

31.69,1665.36 

30.00, 88661 

30.00,947.37 

30:00, 947.37 


5%, 95% 

31.69, 1060.80 

97.44,1460.56 

97.44,1406.38 

30.00,744.35 

30.00,670.92 

30.00,670.92 


BLQ Values lu eluded 

0 

0 

0 

6 

7 

13 

Overfill* 

N 

15 

32 

47 

30 

36 

66 


MEAN, GEO MEAN 

613.58,527.90 

332.41, 260.39 

422.14,326.27 

187.43,163.53 

200.07,153.93 

194.33,158.22 


SD.SE 

363.926,93.965 

240.518,42518 

311.201,45.393 

100.688,18.383 

156.074,26.012 

132.965, 16.367 


MEDIAN 

481.97 

253.44 

350.34 

153.90 

157.28 

157.28 


min, max 

210.12,1398,07 

8280, 995.05 

82.8Q 1398.07 

41.94, 45237 

30.00,701.92 

30,00.701.92 


5%, 95% 

210.12, 1398,07 

85.41,775.61 

86,83, 1046.64 

83.94,382.95 

40.12,599.86 

44.47,45X37 


’ Overall values calculated by first averaging the results across visits within a subject, then caleuIaUng the descriptive statistics across subjects. Count of BLQ values does n« apply as the BLQ values were converted to the upperlimit of the 


BLQ (e.g, '<1.234' will be-used as '1.234) fortbe averages across visits within a subject thus dimiuaig all BLQ values for the overall statistics. 
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TABLE 14.4-1 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF BLOOD AND/OR PLASMA BIOMARKERS OF EXPOSURE BYTIMEPOINT AND OVERALL 
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Timepoint 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

14 

32 

46 

30 

36 

66 


MEAN, GEO MEAN 

12622.7,10158.4 

5415.9,4229.6 

7609.3,5522.2 

4186.1, 2593.3 

4431.2, 21825 

4319.8, 2360.5 


SD.SE 

8426.97, 2252.20 

6101.33, 1078.57 

7576.31, 1117.07 

6301.35, 1150.46 

7618.32,1269.72 

6998.73.861.48 


MEDIAN 

11002.9 

3769.2 

5045.8 

2629.3 

2153.9 

2208.2 


MIN, MAX 

3226.7,32830.4 

1620.8, 36765.3 

1620.8,36765.3 

73 LA 35030.4 

731.A 37096.9 

731.4. 37096.9 


$<*>, 95% 

3226.7,32830.4 

1832.4.9415.6 

1969.7,20007.4 

731.4.10510.9 

731.4,23713.9 

731.4,19819.5 


BLQ Values Included 

1 

0 

1 

8 

8 

16 

Week 2 

N 

14 

31 

45 

30 

36 

66 


MEAN, GEO MEAN 

12440.6, 10048.8 

7827.4,5201.3 

9262.6, 6384.0 

4000.0,2786.9 

4578.2,2740.5 

4315.4,2761.5 


SD,SE 

9204.37,2459.97 

8284.00, 1487.85 

8745.59, 1303.72 

3492.68, 637.67 

4896.72, 816.12 

4293.94, 528.55 


MEDIAN 

9951.8 

4370.8 

6587.5 

2738.5 

2285.4 

2453.5 


MIN, MAX 

3345.4, 38483.8 

731.4, 41487.0 

731.4, 41487.0 

731.4,16782.5 

731.4,18449.3 

731.4, 18449.3 


5%, 95% 

3345.4,38483.8 

1186.3,24452.2 

1485.5, 24452,2 

731.4,9065.9 

731.4,16188.6 

731.4,14886.9 


BLQ Values Included 

0 

I 

1 

7 

6 

13 

Week 3 

N 

14 

29 

43 

29 

36 

65 


MEAN, GEO MEAN 

23094.3, 14533.4 

9627.7, 6168.2 

14012.2,8153.5 

5147.8, 3523.2 

4386.5,2863.8 

4726.1,3141.2 


SD.SE 

23154.90,6188.40 

11610.10,2155.94 

17221.60,2626.26 

4375.57,812.52 

5344.05, 890.68 

4913.23.609.41 


MEDIAN 

9888.7 

5849.5 

7110.9 

3657.0 

2662.1 

3033.8 


MIN. MAX 

4066.1, 65322.1 

1135.9,56901.9 

1135.9, 65322.1 

731.4,17614.1 

731.A 28498.0 

731.4,28498.0 


5%, 95% 

4066.1,65322,1 

1657.1,33872.4 

1864.8,56901.9 

73 LA 13864.7 

731.4,15114.1 

731.4,13864,7 


BLQ Values Included 

0 

0 

0 

6 

4 

10 

Week 6 

N 

13 

28 

41 

30 

36 

66 


MEAN, GEO MEAN 

12298.1,9973.5 

10404.1,6159.8 

L1004.6,7176.7 

4963.4, 3057.4 

6115.1,3584.1 

5591.6, 3334.3 


SD. SE 

6126.12, 1699.08 

12198.40,2305.29 

10606.40,1656.45 

5461.86 997.19 

5925.48,987,58 

5705.23,702.27 


MEDIAN 

13095.2 

4237.2 

7010.2 

2644.7 

3780.5 

2984.2 


MIN, MAX 

772.6,25862.3 

1197.5,40601.5 

77Z6,40601.5 

731.4,21615.6 

731.4,23096.9 

731.4,23096.9 


5%, 95% 

7726,25862.3 

2375.6, 35608.5 

2375.6,34287.5 

731.4,18147.3 

731.4,16357.0 

731.4,16357.0 


BLQ Values Included 

0 

0 

0 

6 

7 

13 

Overall* 

N 

15 

32 

47 

30 

36 

66 


MEAN, GEO MEAN 

14959.1, 128702 

8104.1,6348.2 

10291.8,7954.4 

45 69A 3986.9 

4S77.8,37S2.9 

4737.7,3857.5 


SD.SE 

8872.54,2290.88 

5863.84, 1036.59 

7587.09, 1106.69 

2454.74,448.17 

3805.09,634.18 

3241.69,399.02 


MEDIAN 

11750.5 

6178.9 

8541.3 

3752.0 

3834.4 

3834.4 


MIN, MAX 

5122.7,34085.0 

2018.6, 24259.5 

2018.6,34065.0 

1022.5, 11028,7 

731.4,17112.8 

731.4, 17112.8 


5%, 95% 

5122.7, 34085.0 

2082 3, 18909.3 

2116.9,25517.1 

20465, 9336,2 

978.1,14624.7 

1084.1,11028.7 


' Overall values calculated by Hist averaging the results across visits within a subject then calculating tie descriptive statistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQle.g.. '<1.234' will be used as '1.234'! for the averages across visits within a subject thus elirainatig all BLQ values for the overall statistics. 
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TABLE 14.4-1 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON SMOKERS BY GENDER 
OF BLOOD AND/OR PLASMA BIOMARKERS OF EXPOSURE BY TIMEPOTNT AND OVERALL 

(Page 3 of?) 


Biamarkcr Carboxvhemonlobin (% saturation) 

Timepoint 



Smokeis 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Mate 

Female 

Overall 

Week 1 

N 

18 

32 

SO 

30 

36 

66 


MEAN, GEO MEAN 

4.4, 3.3 

4.5,3.4 

44,3.3 

05,0.4 

0.3,0.3 

0.4.0.4 


SD, SE 

3.35,0.79 

3.07,0.54 

3.14,0.44 

0.20,0.04 

0.08,0.01 

0.16, 0.02 


MEDIAN 

4.0 

3.8 

4.0 

0.4 

0.3 

0.3 


MIN, MAX 

0.3,14.8 

0.8,11.4 

0.3, 14.8 

0.3, 1.0 

0.3,0.7 

0.3, 1.0 


5%, 95% 

0.3, 14,8 

0.9,11.3 

0.9, 11.3 

0.3,0.8 

03,0.5 

03, 0.7 


BLQ Values Included 

1 

0 

1 

12 

28 

40 

Week 2 

N 

IS 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

3.7,2,7 

4.2,2.8 

4.0,28 

0.40.4 

03,0.3 

0.4, 0.3 


SD, SE 

2.69, 0.63 

3.21,0.58 

3.01,0.43 

0.22,0.04 

0.05,0.01 

0.16,0.02 


MEDIAN 

3.0 

3.7 

3.4 

0.3 

03 

03 


MIN, MAX 

0.3, 86 

0.3,13.3 

0.3,13.3 

0.3,1.1 

03,06 

03,1.1 


5%. 95% 

0.3, 8.6 

0.3.10.1 

0.3,9.8 

0,3,0.9 

03,06 

03,0.8 


BLQ Values Included 

1 

2 

3 

17 

30 

47 

Week 3 

N 

17 

29 

46 

30 

36 

66 


MEAN, GEO MEAN 

47,3.4 

48. 3.8 

4.7, 36 

0.5,0.4 

0.5, 0.4 

05,0.4 


SD.SO 

362,0.85 

2.78,0.52 

3.03,0.45 

0.47,0,09 

0.52,0.09 

0.49,0.06 


MEDIAN 

3.8 

4.1 

46 

03 

03 

03 


MIN, MAX 

0.3, 11.3 

03,9.7 

03.11.3 

03,2.8 

03,26 

03,28 


5%, 95% 

0.3,11.3 

0.7, 9.3 

0.7,10.4 

0.3, LO 

0.3,22 

0.3. 1.6 


BLQ Values Included 

1 

0 

1 

16 

22 

38 

Week 6 

N 

13 

28 

41 

30 

36 

66 


MEAN, GEO MEAN 

45,36 

46,3.5 

4.7,36 

0.4,0.4 

0.4,0.4 

0.4,0.4 


SD, SH 

3.55,0.99 

2,72,0.51 

2.96,0.46 

0.20,0.04 

0.20, 0.03 

0.20, 0.02 


MEDIAN 

4.1 

43 

4.1 

0.3 

0.3 

03 


MIN, MAX 

0.3, 13.9 

0.3,98 

06, 13.9 

0.3.1.1 

03, 13 

0.3,1.3 


5%, 95% 

0.3,13.9 

0.4.9.2 

0.4,92 

0.3,0.9 

03,0,8 

03, 0.8 


BLQ Values Included 

I 

1 

2 

12 

22 

34 

Overall" 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

4.2, 52 

44,3.4 

4.4, 3,3 

06.0 4 

0.4.0.4 

0.4, 0.4 


SD, SE 

3.00.0,71 

289,0.51 

290,0.41 

0.20.0.04 

0.17,0.03 

0.19. 0.02 


MEDIAN 

3.6 

4.1 

4.0 

0.4 

03 

0.4 


MIN, MAX 

0.3,12.2 

0.6,11.0 

06,122 

0.3, 1.3 

03, 1.1 

0.3, 1.3 


5%, 95% 

0.3,12.2 

0.7,9.8 

0.7,98 

0.3,0.8 

03, 0.9 

0.3, 0.8 


Overall values calculated by first averaging the results across visits within a subject, then calculating the descriptive atatistics across subjects. Count of BLQ values does not apply as the BLQ values were converted to the upper limit of the 
BLQ(e.g„ '<1.234' will be used as '1.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values fortlie overall statistics. 
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TABLE 14.4-1 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF BLOOD AND/OR PLASMA BIOMARKERS OF EXPOSURE BYTIMEPOINT AND OVERALL 

(Page 4 of?) 


Biomarker. Hb adduct of 3-aminobiphenyl(pB/g hemoglobin) 


Timepomt 



Smokers 



Non-Smokers 


Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 

Week 1 

N 

18 

31 

49 

30 

36 

66 


MEAN, GEO MEAN 

4.79,3.24 

3.22,2.43 

3.80,2.70 

0.51,050 

0.66,0.57 

0.59,0.54 


SD, SE 

4.323,1.019 

2,592,0.465 

3.377,0.482 

0.022,0.004 

0,683,0.114 

0,507,0.062 


MEDIAN 

2.88 

2.03 

2.58 

0.50 

0.50 

050 


MIN, MAX 

080, 15.03 

0.50,10.41 

050,15.03 

050,0.62 

0.50,4.59 

0.50.4.59 


5%, 95% 

050, 15.03 

0.95, 9.39 

087,1043 

050,053 

050,0.97 

050,077 


BLQ Values Included 

1 

1 

2 

27 

27 

54 

Week 6 

N 

14 

28 

42 

30 

36 

66 


MEAN, GEO MEAN 

4.70, 3.32 

5.70,2.76 

5.36,2.93 

0.59,0,55 

0,59,0.56 

0.59, 0.55 


SD, SB 

3.885, 1.038 

11.736,2.218 

9.783,1510 

0.385,0.070 

0.289, 0.048 

0.333,0.041 


MEDIAN 

3.15 

2.70 

3.11 

0.50 

050 

0.50 


MIN, MAX 

0.50. 12.65 

05063.34 

0 SO. 63.34 

050,2.46 

050, 1.84 

0.50,2.46 


5%, 95% 

0.50,12.65 

0.50,13.54 

050,12,65 

050,1.35 

0.50,1.45 

050, 1.35 


BLQ Values Included 

1 

2 

3 

28 

32 

60 

Overall’ 

N 

IS 

32 

50 

30 

36 

66 


MEAN, GEO MEAN 

4.62,3.23 

4.26, 2.71 

4.39,2.89 

055,0.53 

0.63, 058 

0.59.056 


SD, SE 

3.929, 0.926 

5.775,1.021 

5.147,0728 

0.197.0.036 

0.365,0.061 

0.301.0.037 


MEDIAN 

291 

2.36 

2.79 

080 

0.50 

080 


MIN, MAX 

080,13.35 

050,32.16 

050,32.18 

050,1.48 

050, Z5S 

050,255 


5%, 95% 

0.50,13.35 

0.81,11.98 

0.81, 13.14 

0.50,0,99 

050,1.17 

050,1.09 


J Overall values calculated by fim averaging the results across visits within a subject, then calculating~the descriptive statistics across subjects. Count of BLQ values does not apply as the BLQvalucs were converted to the upper limit of the 
BLQ (eg., *<1.234’ will be used as '1.234'} for the averages across visits within n subject thus eliminatig all BLQ values for the overall statistics. 
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TABLE 14.4-1 

STATISTICAL COMPARISON BETWEEN SMOKERS AND NON-SMOKERS BY GENDER 
OF BLOOD AND/OR PLASMA BIOMARKERS OF EXPOSURE BY T1MEP0INT AND OVERALL 

(Page 5 of?) 


Biomarker: Hb adduct of 4-atmnobipheiivl ios'g hemoglobin) ___.__ _ 

_ _Smokers_ _ Non-Smokers 


Tiuiepoint 

Statistic 

Male 

Female 

Overall 

Male 

Female 

Overall 


Week 1 

N 

IS 

31 

49 

30 

36 

66 



MEAN, GEO MEAN 

45.39,37.62 

28.01,24.04 

34.39,28.34 

6.28,5.66 

8.10,7.33 

7.27,6.52 



SD, SE 

27.734,6.537 

14.440,2.594 

21.781,3.112 

3.023,0.552 

4.012,0.669 

3.684.0.454 



MEDIAN 

38.12 

25.56 

28.94 

5.39 

6.82 

6.66 



MIN, MAX 

12.37,100.50 

5.35,67,83 

5.35,100.50 

2.90,13.87 

2.49,23.25 

2.49,23.25 



5%, 95% 

12.37, 100.50 

5.37,50.52 

8.56,87.23 

3.12, 13.59 

2.95, 17.37 

3.12,13.59 



BLQ Values Included 

0 

0 

n 

0 

0 

0 


Week 6 

N 

14 

28 

42 

30 

36 

66 



MEAN, GEO MEAN 

44.70,37.31 

66.16,38.07 

59.01,37.81 

8.92.7.86 

8.76,8.10 

8.83,7.99 



SD, SE 

25.972,6.941 

146.613,27.707 

120.309, 18.564 

5.287,0.965 

3.862,0.644 

4.529,0.557 



MEDIAN 

41.52 

37.63 

38.15 

7.43 

7.94 

7.52 



MIN, MAX 

9.56,97.75 

7527, 808.80 

7,27,808.80 

4.11,27.86 

4.09,22.67 

4.09, 27.86 



5%, 95% 

9.56,97.75 

7.32,90.32 

9.56,90.32 

4.31,20.64 

4.36,15.91 

4.36,16.50 



BLQ Values Included 

0 

0 

0 

0 

0 

0 


Overall* 

N 

IS 

32 

50 

30 

36 

66 



MEAN, GEO MEAN 

43.73, 36.74 

44.63, 31.28 

44.31,33.14 

7.60,6.81 

8.43,7.86 

8.06,7.37 



SD, SE 

25.307, 5.965 

68.194,12.055 

56.254,7.956 

3.989,0.728 

3,644,0.607 

3.797,0.467 



MEDIAN 

41.27 

32.62 

34.25 

6.49 

7.21 

7.04 



MIN, MAX 

12.37.99.13 

6.31,408.68 

6.31, 408.68 

3.62,20,87 

4.07, 22.96 

3.62,22.96 



5%, 9596 

12.37,99.13 

6.35,79.CS 

11.43,82.02 

3.83,15.04 

4.71,16.35 

3.88,15.04 



‘ Overall values calculated by first averaging the results across^isits withia a subject, then calculating the descriptive statistics across sublets. Count ofBLQ values does not apply as the BLQ values were convened to tie upper limit of the 
BLQ (c.g., '< 1.234’ will be used as 1 1.234 1 ) for the averages across visits within a subject thus eliminatig all BLQ values for tite overall statistics. 
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